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WHATTS CT.AIMEDTS: 

1 . A pharmaceutical composidon comprising a phannaceutically acceptable excipient and 
a compound of formula I: 



5 




10 

or a phannaceutically acceptable salt thereof, wherein: 

Yis-S(0)-or-S(0)2-;and 
% Z is or -OR?; wherein R' and R2 are independently selected from 

'cl hydrogen, 

HI 15 substituted or unsubstituted (Cl-C10)alkyl, 

substituted or unsubstituted (Cl-ClO)alkoxy, 
f substituted or unsubstituted (C3-C6)aikenyl, 

substituted or unsubstituted (C2-C6)heteroalkyI, 
fj substituted or unsubstituted (C3-C6)heteroalkenyl, 

20 substituted or unsubstituted (C3-C6)alkynyi, 

substituted or unsubstituted (C3-C8)cycloaikyl, 
substituted or unsubstituted (C5-C7)cycloalkenyl, 
substituted or unsubstituted (C5-C7)cycloalkadienyl, 
substituted or unsubstituted aryl, 
25 substituted or unsubstituted aryloxy, 

substituted or unsubstituted aryl-(C3-C8)cycloalkyl, 
substituted or unsubstituted aryHC5-C7)cycloalkenyl, 
substituted or unsubstituted aryloxy-(C3-C8)cycloalkyI, 
substituted or vinsubstituted aryKC 1 -C4)alky I, 
30 substituted or unsubstituted aryl-{Cl -C4)alkoxy, 

substituted or vinsubstituted aryl-<Cl-C4)heteroalkyi, 
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substituted or unsufastituted aryl-{C3-C6)alkeiiyi, 
substituted or unsubstituted aiyloxy-(Cl-C4)alkyl, 
substituted or unsubstituted aryloxy-{C2-C4)heteroaIkyl, 
substituted or unsubstituted heteroaxyl, 
substituted or unsubstituted heteroaiyloxy, 
substituted or unsubstituted heteroaryHCl-C4)aikyl, 
substituted or unsubstituted heteroaryl-{Cl-C4)alkoxy, 
substituted or unsubstituted heteroaryl-(Cl-C4)heteroalkyl, 
substituted or unsubstituted heteroaiyl-<C3-C6)aikenyl, 
substituted or unsubstituted heteToaiyloxy-(Cl-C4)aikyl, and 
substituted or unsubstituted heteroaryloxy-<C2-C4)heteroalkyl, 
v^erein Ri and R2 may be connected by a linking group E to give a substituent of the fonnula 



v^erein E represents a bond, (C1-C4) alkylene, or (C1-C4) heteroalkylene, and the ring 



and where R3 is a substituted or unsubstituted aryl or heteroaryl group, wherein said 



2. " The composition of claim 1, wherein, in the compound of formula I, 

YisS02and 

Z is NR'R2; wherein R^ is optionally substituted aryl or optionally substituted 
heteroaryl. 

3. The composition of claun 2, wherein R' is hydrogen or lower alkyl, R2 is optionally 
substituted phenyl or optionaUy substituted pyridyl, and there is no linking group E between 
R»andR2. 




N 



formed by R^, E, R^ and the nitrogen atom contains no more than 8 atoms; 



compound I has pharmacologicai activity. 



4. The composition of claim 3, wherein R> is hydrogen or methyl and R2 is substituted 
phenyl, wherein the substituents on R\ ranging in number from one to four, are 
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independently chosen fixnn lower alkyl hydroxy, lower alkoxy, amino optionally substituted 
with one or two lower alkyls, optionally substituted arylamino, optionally substituted 
heteroarylamino, optionally substituted phenoxy, and halogen- 

5 5, The composition of claun 4, wherein is hydrogen and is substituted phenyl, 
wherem the substituents on R^ are independently chosen from amino, (lower)alkylamino, and 
di(lower)aIkyIamino, and are located at one or more of positions 3- and 4- of &e phenyl ring, 
in relation to the suifonamido ^up. 

6. The composition of claim 5, wherein the comjiound is 
4-(N,N-Dimethylamino)-l-pentafluorophenylsulfonanndobenzene, 
4-{7/,iV^Diethylamino)-l -pentafluorophenylsulfonarnidobenzene, 

3- (iV;iV'-Dimethylamino>l-pentafluorophenylsidfonamidobenzene, 

4- Amino- 1 -pentafluoropheny Isulf onamidobenzene, or 

4-(7/,iS/'-Dimethyiamino)-l-pentafluorophenylsulfonanudoben^^ hydrochloride, 

7. The composition of claim 6, \^^erein the compound is 
4-(iSr,iV-Dhnethylainino)-l-pentafluon)phenylsxilfonairudobem^ 

8. The composition of claim 2, wherein the compound is 
Pentafluorophenylsulfonamidobenzene, 



9. The composition of claim 3, vdierein R^ is hydrogen, and R^ is phenyl substituted at 
positions 3- and 4-, in relation to tiie suifonamido group, witii a divalent moiety that forms a 

'25 5- or 6- membered ring together with carbons 3- and 4- of the phenyl ring. 

10, The composition of claim 9, wherein the divalent moiety is: -OCH2CH2O-, 
-OCH2O-, -C=CNH-, or -C=NNH-, 



30 11. The composition of claim 1 0, wherein the compound is 
l,2-Ethylenedioxy-4-pentafluorophenylsulfonamidoben2ene, 
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1 ^-Methy lencdioxy-4-pentafluorophenyIsulfonam 
5-Pcntafluorophenyliuifonainidomda2x>le, or 
5-PentafliK)rophenyIsulfonamidoindok, 

5 12- The composition of claim 4, w^ierein is hydrogen, and the substituents on are 
independently selected from halogen, hydroxy, lower alkyl, lower alkoxy, amino, 
(lower)aIkylamino, and di(lower)aikylamino, 

13, The composition of claim 12, wherein the substituents on R^ are independently 
10 selected from bromo, chloro, fluoro, hydroxy, methoxy, ethoxy, amino, and dimethylamino, 

.... 14- The composition of claim 13, \^erein the siAstituents on R^ are independently selected 

from bromo, chloro, fluoro, hydroxy, methoxy, and ethoxy. 

Si 15 15. The composition of claim 12, wherein the substituents on R^ are at one or more of 
:Tt positions 3- and 4- of the phenyl ring, in relation to the sulfonamido group. 

0 16. The composition of claim 1 5, wherein R? is monosubstituted phenyl. 

■ V^.'f 

1 20 1 7. The composition of clahn 1 6, wherem the compound is 

4-Methoxy-l-pentafluorophenyisiiifonamidobeiizene, 

3- Hydroxy-l-pentafl\iorophenyIsulfoiiamidobenzene, 

4- Hydroxy-l-pentafluorophenylsulfonamidobenzene, 
4-Ethoxy- 1 -pentafluoropheny Isulfonamidobenzene, 

25 3-Ethoxy- 1 -pentafluorophenylsulfonamidobenzene, 
3-Phcnoxy- 1 -pentafluoropheny Isulfonamidobenzene, 

3- Methoxy-l-pentafluorophenylsulfonamidobenzene, or 

4- rer^Butoxy-l -pentafluoropheny Isulfonamidobenzene, 
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1 8. The composition of claim 1 6, wherein the compound is 
3-Chloro-l-pentafluorophenylsulfonamidobenzene, or 
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4-Chloro-l-pcntafliK>rOi jnylsulfonamidobenzene. 



f 



19. The composition of claim 15, v^erein is disubstituted phenyl 

5 20- The composition of claim 19, wherein the compound is 
1 ^•Dimcthoxy-4-pentafIuoropheny Isiilfonamidobenzene, 
2-Hydroxy-l -methoxy-4-pentafiuorophenyisulfonamidobenzene, 
l,2-Dihydroxy-4-pentafluorophenylsiilfonamidoben2:ene, 

2-Hydroxy-l-methoxy-4.pentafluorophenykxilfonanudobenzeae, monosodium s^t, or 
10 2-Hydroxy-l-methoxy-4-pentafluorophenylsulfonamidobenzene, monopotassium salt. 

n 2L The composition of claim 19, wherein the compound is 

* 2-nuoro-l-methoxy-4-pentafluorophexQ^isuIfbnamid^ 

y 2-Bromo-l-methoxy-4-pentafiuorophenylsijlfonamidobenzene, 

•^115 2<^Uoio-l-methoxy-4-pentafliu)rophenylsulfoiiamidobcnzene, 

I J 2-^uoro-l-methoxy-4-pentafhoropheitylsulf6namid^ sodium salt, or 

iL 2-Fluoro- 1 -methoxy-4-pentafluorophenylsulfonainidobenzene, potassium salt 

iLi 22, The composition of claim 20, wherein the compound is 
m20 2-Hydroxy-l-methory'-4-pentafliiorophenylsulfbnam 

23. The composition of claim 20, \^erein the compound is 
2-Hydroxy-l-methoxy-4-penta£luorophenyIsulfonarnidobenzene, monosodium salt. 

25 24. The composition of claim 21, wherein the compound is 
2-Fluoro-l-methoxy-4-pentafluorophenylsulfonainidoben2ene, 

25. The composition of claim 2 1 , wherem the compound is 
2-niioro-l-methoxy-4-pentafluorophenylsulfonaniidobenzene, sodium salt 

30 



26, The composition of claim 21, wherein the compound is 
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2-nuoro-l-methoxy-4-pentafluoropheuyb;dfonainido potassium salt 



27. The composition of claim 12, wherein is a tiisxibstituted phenyl 

5 28. The composition of claim 21, wherein the compound is 
2-Bromo- l-methoxy-4-pentafluoropheny Isulfonamidobenz ene, or 

2- Cldoro-l-methoxy-4-pentafluon)phenyIsulfonaimdoben2fine 

29. The composition of claim 12, wherein the compound is 
10 1 ;2-Dunethy 1-4-pentafluoropheny Isxilfonamidobenzene, 

30. The con^Kisition of claim 1 , vdierein in the compound of formula I, ^ 
YisSO^and 

Z is NR^R^, where R^ is hydrogen or lower alkyl, and R^ is an unsubstituted or 
optionally substituted naphthyl group. 

31. The composition of claim 30, wherein the compound is 
7-Hydroxy-2-pentafluorophenylsulfonamidonaphthalene. 

32. The composition of claim 4, wherein R^ is a phenyl group substituted by phenoxy or 
optionally substituted phenoxy. 

33. The composition of claim 32, wherein the compound is 

3- Phenoxy-l-pentafluorophenylsuifonamidobenzene. 
25 

34. The composition of claim 3, wherein R^ is a phenyl ring substituted by a heterocyclic 
group at the 4- position, in relation to the sulfonamido group. 

35. The composition of claim 17, wherein the compound is 
30 4-Methoxy- 1 -pentafluorophenylsulfonamidobenzene. 



15 



w 
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36, Hie composition of claim 2, wherein and R2 are covalently joined in a moiety that 
fonns a 5- or 6- membered heterocyclic ring with the nitrogen atom of NR^R^, 

37, The composition of claim 36, wherein R^ is a -CH=CH- group linked to the 2- 
position of the R^ phenyl group, in relation to the sulfonamido group, forming an optionally 
substituted indole. 

38, The composition of claim 37, wherein the compound is 
1 -pentafluorophenylsulfony lindole, 

39, The composition of claim 36, wherein R^s a -(€112)3- S^^^P li^J^^^d to the 2- position 

of the R2 phenyl group, in relation to the sidfonamido group, forming an optionally 
substituted 1 ,2,3 ,4-tetrahy droquinoline . 

40, The composition of claim 39, wherein the compound is 
1 -pentafluoropheny Isulfony 1- 1 ,2,3 ,4-tetrahy droquinoline. 

4L The composition of claim 2, wherein R^ is an optionally substituted (C2-C10)aikyl or 
optionally substituted (C2-C6)heteroalkyL 

42. The composition of claim 41, wherein the compound is 

2-Hydroxy-l-methoxy-4-[N-<5-hydroxypent-l-yl)pentafluorophenyl-sulfonamido]benzene, 
4-Methoxy- 1 -[N-(2-propeny l)pentafluoropheny Isulfonamidojbenzene, 
4-Methoxy- 1 -[N-(4-penteny l)pentafluoropheny Isulfonamidojbenzene, 
l-[N-(2,3-Dihydroxypropyl) penta£luorophenylsulfonamido]-4-methoxybenzene, 
1 -[N-(3 ,4-Dihydroxybutyi)pentafluoropheny lsulfonamido]-4-methoxybenzene, 
l-|K'<4,5-Dihydroxypentyl)pentafluorophenylsulfonaniido]-4-methoxybenzene, 
1 -[N-(4-hydroxybutyl)pentafluorophenylsxilfonaniido]-4-methoxyben2:ene, or 
4-Methoxy-l-|>f-(5-hydroxypentyl)pentafluorophenylsulfonamido]benzene, 



43. A method of treating or preventing a disease state characterized by abnormally high 
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levels of low density lipoprotein pardcies or cholesterol in the blood, which method 
comprises administering to a mammalian subject in need thereof a therapeudcally effective 
amount of a composition containing a compound of formula I 



or a pharmaceutically acceptable salt thereof vdiereia: 
Yis-S(0>or-S(OV; 

Z is -NR^R2 or -OR^; where and R2 are independently selected from 
hydrogen, 

substituted or unsubstituted (Cl-ClO)allcyl, 
substituted or imsubstituted (Cl-ClO)alkoxy, 
substituted or unsubstituted (C3-C6)alkenyl, 
substituted or unsubstituted (C2-C6)heteroalkyl, 
substituted or unsubstituted (C3-C6)heteroalkenyl, 
substituted or unsubstituted (C3-C6)alkynyl, 
substituted or imsubstituted (C3-C8)cycloalkyl, 
substituted or unsubstituted (C5-C7)cycloalkenyi, 
substituted or unsubstituted (C5-C7)cycloalkadienyl, 
substituted or unsubstituted aryl, 
substituted or unsubstituted aryloxy, 
substituted or unsubstituted aryj-{C3-C8)cycloalkyl, 
substituted or unsubstituted aryl-(C5-C7)cycloalkenyl, 
' substituted or unsubstituted aryloxy<<C3-C8)cycloaikyl, 
substituted or unsubstituted aryHCl-C4)alkyl 
substituted or unsubstituted aryKCl-C4)alkoxy, 
substituted or unsubstituted aTyl-{Cl-C4)heteroalkyU 
substituted or unsubstituted aryKC3-C6)alkenyl, 



F 
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substituted or unsubstituted aryloxy-{Cl-C4)alkyl, 
substituted or unsubstituted aryloxy-<C2-C4)heteroalkyl, 
substituted or unsubstituted heteroaryl, 
substituted or unsubstituted heteroaryioxy, 
substituted or unsubstituted heteroaryl-{Cl-C4)aIkyi, 
substituted or unsubstituted heteroaryl-(Cl-C4)aikoxy, 
substituted or unsubstituted heteroaryl-(Cl-C4)heteroaikyl, 
substituted or unsubstituted heteroaryl-(C3-C6)alkenyl, 
substituted or unsubstituted heteroaryioxy-(Cl-C4)alkyl, and 
substituted or unsubstituted heteroaryloxy-(C2-C4)heteroalkyl, 
wherein and may be connected by a linking group E to give a substituent of the formula 

N 

wherein E represents a bond, (C1-C4) alkylene, or (C1-C4) heteroalkylene, and the 
ring formed by R^ E, R^ and the mtrogen contains no more than 8 atoms; 
and where R^ is optionally substituted aryl or optionally substituted heteroaryl. 

44. The method ofclaim 43 wherein, in the compound of formula I, 
YisSO^and 

Z is NR^R2; where R^ is optionally substituted aryl or optionally substituted 
heteroaryl. 

45. The method of claim 44, wherein R^ is hydrogen or lower alkyl, R^ is optionally 
substituted phenyl, and there is no linking group E between R^ and R^. 

46. The method of claim 45, wherein R^ is hydrogen or methyl, and the substituents on 
R2 are independently chosen from lower alkyl, hydroxy, lower alkoxy, amino, amino 
optionally substituted with one or two lower alkyls, optionally substituted arylamino, 
optionally substituted heteroarylamino, optionally substituted phenoxy, and halogen. 



• 81 

47, The method of claim 46, wherein the compound is chosen from: 
4.(N,N-Dimethy I amino)-! -pent afluorop hen ylsulfonamidobenzene, 

3^,N-Dimethylamino>l-pentafluorophenylsulfonaxnidobenzene, 

l^-Ethylenedioxy-4-pentafluorophenylsnifonamidobenzene, 
5 1 ,2-Methylenedioxy-4-pentafluoropheny Isuifonanaidobenzene, 

1 ^-Dimethoxy-4-pentafluorophenylsnlfonamidobenzene, 

2-Hydroxy-l-methoxy-4-pentafluorophenyisiilfonamidobenzene, 

2-Fluoro-l -methoxy-4-pentafluorophenylsnlfonaniidobenzene, 

4-Methoxy- 1 -pentafluoropheny Isulfonamidobenzene, 
1 0 3-Hy droxy- 1 -pentafluoropheny isulfonamidobenzene, 

4-Hy droxy- 1 -pentafluoropheny Isulfonamidobenzene, 
r c 1 ^.Dimethyl-4-pentafluorophenylsulfonamidobenzene, 
"5 4-(N,N-Diethy lamino)- 1 -pentafluoropheny Isulfonamidobenzene, 

4- Amino- 1 -pentafhioropheny Isulfonamidobenzene, 
^^15 Pentafluorophenylsulfbnamidobenzene, 

M 5-Pentafluorophenyls;ilfbnamidoindazole, 

5- Pentafluorophenylsuifbnamidoindole, 

O . 4-{N,N-Dimethyiamino)-l -(N-methylpentafluorophenylsulfbnamido)ben^^ 
in 4-(N^-Dimethylamino)- 1 -(pentafluoropheny lsuifbnamido)benzene, 
ti 20 1 ,2-Dihydroxy-4-pentafluoropheny Isulfonamidobenzene, 

4- Ethoxy-l-pentafluorophenylsulfonamidobenzene, 

3 ,5-Dimethoxy- 1 -pentafluoropheny isulfonamidobenzene, 
3-Ethoxy- 1 -pentafluorophenylsuifonamidobenzene, 
7-Hydroxy-2-pentafluorophenyisulfonamidonaphthalene, 
25 3-Phenoxy- 1 -pentafluoropheny Isulfonamidobenzene, 
3-Methoxy-l-pentafluorophenyisulfonamidobenzene, 
4( 1 -Morpholino)- 1 -pentafluoropheny isulfonamidobenzene, 

5- Pentafluorophenylsulfonamido- 1 ,2,3-trimethoxy benzene, 
2-Hydroxy-l,3-methoxy-5-pentafluorophenylsuifonamidoben2ene, 

30 1 ,2-Dihydroxy-3-methoxy-5-pentafluorophenylsuifonamidobenzene, . 

5-Pentafluorophenylsulfonamido- 1 ,2,3 -trihy droxy benzene. 
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l,3-Dimethoxy-2-hydroxy-5-pentafluorophenylsulfonaixiidobenzene, 
l^-DihydroxyO-methoxy-5-pentafluorophenylsiilfonamido 
5-Pentafluorophenylsiilfonaniido- 1 ,2,3 -trihydroxy benzene, 

3- Hydroxy-5-methoxy- 1 -pentafluorophenylsulfonamidobenzene, 
5 3 ,5-Dihydroxy- 1 -pentafluoropheny Isulfooamidobenzene, 

2-Fluoro-l-methoxy-4-(N-methylpentafluorophenylsiilfonamido)^ 
2-Bromo- 1 -methoxy-4-pentafluoropheny Isxilfonamidobenzene, 
2-CUoro-l-methoxy-4-pentafluorophenylsidfonamidobenzene, 

4- (N,N-Dimethylamino>l-pentafluorophenylsulfonamidobeM^ 
1 0 3 ,4-Difluoro- 1 -pentafluoropheny Isulfonamidobenzene, 

4-Trifluoromethoxy- 1 -pentafluorophenylsulfonamidobenzene, 
n 2-CUoro-5-pentafluorophenyisulfbnarnidopyridine, 
S 2-Hydroxy-l-methoxy-4-(N-(5-hydroxypentyi)pentafluorophenylsul 

4-( 1 , 1 -Dimethy l)ethoxy- 1 -pentafluoropheny Isulfonamidobenzene, 
1 5 2-Bromo-3-hydroxy-4-methoxy- 1 -pentafluoropheny Isulfonamidobenzene, 
a a 2-Bromo-4-methoxy-5-hydroxy- 1 -pentafluoropheny Isulfonamidobenzene, 
r , 1 -Bromx>-4-fluoro-5-niethoxy-2-pentafluorophenylsulfonaniidobenz^ 

0^ 2-Hydroxy-l-niethoxy-4-pentafluorophenylsuifonanudobenzene; sodium salt, 

O ' , . , 

III 2-Hydroxy-lHniethoxy-4-pentafluorophenylsulfonanaidobenzene potassium salt, 

tl 20 2-Fluoro-l-niethoxy-4-peiitafluorophenylsdfonaniidobenzene; sodium salt, 

2-Fluoro-l-methoxy-4-pentafluoropheny Isulfonamidobenzene; potassiiim salt, 

3 -Chloro- 1 -pentafluoropheny Isulfonamidobenzene, 

4-Chloro- 1 -pentafluoropheny Isulfonamidobenzene, 

3 -Nitro- 1 -pentafluoropheny Isulfonamidobenzene, 

25 4-Methoxy- 1 -pentafluoropheny lsulfonamido-3-trifluoromethylbenzene, 

4-Methoxy- 1 -(N-(2-propeny Opentafluoropheny lsulfonamido)benzene, 

l-(N-(3-Butenyl)pentafluorophenylsulfonamido)-4-methoxybenzene, 

4-Methoxy- 1 -(N-{4-penteny l)pentafluoropheny lsulfonamido)benzene, 

l-(N-(2,3-Dihydroxypropyl)pentafluorophenylsulfonamido)-4-methoxybenzene, 

30 l.{N-(3,4-Dihydroxybutyl)pentafluorophenylsulfonamido)-4-methoxybenzene, 

l-(N-(4^5-Dihydroxypentyl)pentafluorophenylsulfonamido)-4-methoxybenzene, 
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l.(N^4-hydroxybutyl)pentafluorophenylsuifonamido)-4-m^ 
4-Methoxy-l-(N-(5-hy<koxypentyl)pcntafluorophenylsdfonami^^^ 
4-Methoxy-3-aitro- 1 -pentafluorophenylsxiifonamidobenzene, 

3- Ainino-4-niethoxy- 1 -pentafluoropheny Isulfonamidobenzene, 

4- Butoxy-l -pentafluorophenylsulfonamidobenzene, 

1 -Pentafluoropheny lsulfoiiainido-4-phenoxybenzene, 
4-Ben2yloxy-l -pentafluorophenylsnlfonamidobenzene, 
4-Methy Imercapto- 1 -pentafluoropheny Isulfonamidobenzene, 
2-Methoxy- 1 -pentafluoropheny Isulfonamidobenzene, 
4- Ally loxy- 1 -pentafluoropheny Isulfonamidobenzene, 

1- Pentafluorophenylsulfonamido-4-propoxybenzene, 

4-( 1 -Methyl)ethoxy- 1 -pentafluoropheny Isulfonamidobenzene, 

1 -Pentafluorophenylsulfony loxybenzene, 

1 -Pentafluorophenylsulfony lindole, 

1 -Pentafluoropheny Isulfonyl- 1 ,2,3,4-tetrahydroquinolme, 

2- Methoxy-5-pentafluorophenylsulfonamidopyridine, 
2-Fluoro- 1 -methoxy-4-pentafluoropheny Isulfinamide, 
4-rerf-Butoxy- 1 -pentafluoropheny Isulfonamidobenzene, and 

2- Anilmo-3 -pentafluoropheny Isulfonamidopyridine. 

48, The method of claim 47, wherein the compound is chosen from: 
4-{N,N-Dimethy lamino)- 1 -pentafluoropheny Isulfonamidobenzene, 

3- (N,N-Dimethylamino)-l-pentafluorophenylsulfonamidobenzene, 
l^-Ethylenedioxy-4-pentafluorophenylsulfonamidobenzene, 
2-Hydroxy- 1 -methoxy-4-pentafluoropheny Isulfonamidobenzene, 

2- Fluoro- 1 -methoxy-4-pentafluoropheny Isulfonamidobenzene, 

4- Methoxy- 1 -pentafluoropheny Isulfonamidobenzene, 

3- Hydroxy- 1 -pentafluorophenylsulfonamidobenzene, 

4- Hydroxy- 1 -pentafluorosulfonamidobenzene, 
l,2-Dimethyl-4-pentafluorophenylsulfonamidobenzene, 

5- Pentafluorophenylsulfonamidoindole, 
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4-{N,N-Dimethy lamino)- 1 -{N-methylpentafluoropheny lsulfonaniido)benzene, 

4- Ethoxy- 1 -pentafluoropheny Isulfonamidobenzene, 

3- Methoxy- 1 -pentafluoropheny Isulfonamidobenzene, 
2-Bromo- 1 -methoxy-4-pentafluoropheiiylsulfonamidobeiizene, 

5 2-Chloro- 1 -methoxy-4-pentafluoropheny Isulfonamidobenzene, 

2-Bromo-3-hydroxy-4-methoxy- 1 -pentafluorophenylsulfonanxidobenzene, 
2-Bromo-4-methoxy-5-hydroxy- 1 -pentafluoropheny Isulfonamidobenzene, 

1- Bronio-4-fluoro-5-niethoxy-2-pentafluorophenylsxilfonaniidobei^ 

2- Hydroxy-l-naethoxy-4-pentafluorophenyIsxilfonaniidob^ monosodium salt, 

1 0 2-Hy droxy- 1 -methoxy-4-pentafluoropheny Isulfonamidobenzene; monopotassium salt, 
2-Fluoro-l-methoxy-4-pentafluoropheny Isulfonamidobenzene; sodium salt, 
2-Fluoro- 1 -methojty ■4-pentafluoropheny Isxilfonamidobenzene; potassium salt, ^ 
=ip 4-Chloro- 1 -pentafluoropheny Isulfonamidobenzene, and 
C J 3-Amino-4-methoxy- 1 -pentafluoropheny Isulfonamidobenzene, 
I%5 

£ 49. The method ofclaim 48, wherein tiie compound is: 
^ 2-Hy droxy- 1 -methoxy-4-pentafluorophenylsulfonamidobenzene, 
ipir 2-Fluoro- 1 -methoxy-4-pentafluoropheny Isulfonamidobenzene, 
J^j; 4-Methoxy- 1 -pentafluoropheny Isulfonamidobenzene, 
ip20 1 ,2-Dimethy 1-4-pentafluorophenylsulfonaniidobenzene, 

5- Pentafluorophenylsulfonamidoindole, 

4- Ethoxy- 1 -pentafluoropheny Isulfonamidobenzene, 
2-Bromo- 1 -methoxy-4-pentafluoropheny Isulfonanxidobenzene, 
2-Chloro- 1 -methoxy-4-pentafluoropheny Isulfonamidobenzene, 

25 2-Bromo-3-hydroxy-4-methoxy- 1 -pentafluoropheny Isulfonamidobenzene, 
2-Bromo-4-raethoxy-5-hydroxy- 1 -pentafluoropheny Isulfonamidobenzene, 

1- Bromo-4-fluoro-5-methoxy-2-pentafluoropheny Isulfonamidobenzene, 

2- Hydroxy-l-methoxy-4-pentafluoropheny Isulfonamidobenzene; monosodium salt, 
2-Hydroxy-l-methoxy-4-pentafluoropheny Isulfonamidobenzene; monopotassium salt, 

30 2-Fluoro- 1 -methoxy-4-pentafluoropheny Isulfonamidobenzene; sodium salt, 

2-Fluoro- l-methoxy-4-pentafluorophenylsxilfonamidobenzene; potassium salt, or 
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3-Amino-4-methoxy- 1 -pentafluoropheny Isulfonamidobenzene, 

50* The method of claim 49, wherein the compound is 
2-Hy droxy- 1 -methoxy-4-pentafluoropheny isulfonamidobenzene, 
5 2-Hydroxy-l-methoxy-4-pentafluorophenyisuifonainidobenzene; monosodium salt, or 
2-Hydroxy-l-methoxy-4-pentafluorophenylsulfonamidobeiizene; monopotassium salt. 

5 1 . The method of claim 49, wherein the compound is 
2-Fluoro- 1 -methoxy-4-pentafluoropheny Isulfonamidobenzene. 

10 

52. The method of claim 49, wherein the compound is 
2-Fluoro-l-methoxy-4-pentafluoropheny Isulfonamidobenzene, sodium salt - 

a 53. The method ofclaim 49, wherein the compound is 

^;15 2-Fluoro-l-methoxy-4-pentafhiorophenylsiilfbnaniidobenzene, potassium salt. 



54. The method of claim 43 wherein the disease state is atherosclerosis. 

55. The method of claim 43 wherein the disease state is pancreatitis. 

^20 

56. The method of claim 43 wherein the disease state is hypercholesterolemia. 

57. The method of claim 43 wherein the disease state is hyperlipoproteinemia. 
25 58. The method of claim 43 wherein the composition is administered orally. 

59. The method of claim 43 wherein the subject is human. 
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60, The method ofclaim 43 wherein the composition is administered in combination with 
a therapeutically effective amount of a hypolipemic agent or a hypocholesterolemic agent that 
is not represented by formula 1. 
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6 L A compound having the fomula I: 




or a phannaceuticaily acceptable salt thereof, wherein: 
10 Y is -S(0)- or -SCO^)-; and 

Z is wherein is an optionally substituted aryl or heteroaryl group, and R» is 

^ selected from 
li; hydrogen, 

J substituted or xmsxibstituted (C 1 -C 1 0)alky 1, 

J 5 substituted or unsxibstituted (C 1 -C 1 0)alkoxy , 

% substituted or unsubstituted (C3-C6)alkenyl, 

substituted or unsubstituted (C2-C6)heteroalkyl, 
J sxibstituted or unsubstituted (C3-C6)heteroalkenyl, 

i substituted or xmsubstituted (C3-C6)alkynyl, 

20 substituted or unsubstituted (C3-C8)cycloalkyl, 

substituted or unsubstituted (C5-C7)cycloalkenyl, 

substituted or unsubstituted (C5-C7)cycloalkadienyl, 

substituted or unsubstituted aryl, 

substituted or unsubstituted aryloxy, 
25 substituted or unsubstituted aryl-{C3-C8)cycloalkyl, 

substituted or unsubstituted aryl-(C5-C7)cycloalkenyl, 

substituted or unsubstituted aryloxy-(C3-C8)cycloalkyl, 

substituted or unsubstituted aryHCl-C4)alkyU 

substituted or xansubstituted aryl-(Cl-C4)alkoxy, 
30 substituted or unsubstituted aryl-(Cl-C4)heteroalkyl, 

substituted or unsubstituted aryl-(C3-C6)alkenyl, 
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substituted or unsubstitutcd aryloxy-{Cl-C4)aikyl, 
substituted or unsubstitutcd aryloxy-<C2-C4)heteroalkyl, 
substituted or unsubstituted heteroaryi, 
substituted or unsubstituted heteroaryloxy, 
substituted or unsubstituted heteroaryl-(Cl-C4)aikyl, 
substituted or unsubstituted heteroaryl-(Cl-C4)alkoxy, 
substituted or unsubstituted heteroaryKCl-C4)heteroalkyl, 
substituted or unsubstituted heteroaryl-<C3-C6)alkenyl, 
substituted or unsubstituted heteroaryioxy-{Ci-C4)alkyi, and 
substituted or unsubstituted heteroaryloxy-{C2-C4)heteroalkyl, 
wiierein Ri and R2 may be connected by a linking group E to give a substituent of the formula 



wherein E represents a bond, (C1-C4) alkylene, or (C1-C4) heteroalkylene, and the 
ring formed by R^ E, R^ and the nitrogen contains no more than 8 atoms; 
provided that: 



phenyl or heteroaryi group; 

in the case that Y is -SCOj)- and R^ is a ring system chosen from 1-naphthyl, 5- 
quinolyl, or 4-pyridyl, then either R^ is not hydrogen or R2 is substituted by at least one 
substituent that is not hydrogen; 

in the case that Y is -SCOj)-, R^ is phenyl, and RWs a propylene unit attaching the 
nitrogen of -NR^R^- to the 2- position of the phenyl ring in relation to the sulfonamide group 
to form a 1,2,3,4-tetrahydroquinoline system, and one or more of the remaining valences on 
the bicy^lic system so formed is substituted with at least one substituent that is not 



in the case that Y is -S(02)- and R^ is phenyl substituted with 3-(l-hydroxyethyl), 
3-dimethylamino, 4-dimethylamino, 4-phenyl, 3-hydroxy, 3-hydroxy-4-diethylaminomethyl, 
3,4-methylenedioxy, 3,4-ethylenedioxy, 2-(l-pyrrolyl), or 2-methoxy-4-(l-morpholino), 
then either R> is not hydrogen or when R' is hydrogen, one or more of the remaining valences 




in the case that Y is -S(02)-, and R' is hydrogen or methyl, then R^ is substimted 



hydrogen; 
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on the phenyl ring of is substituted with a substituent that is not hydrogen; 

in the case that Y is -8(02)- and R^ is 2-methylbenzothia2ol-5-yl, 
6 -hydroxy -4-methy 1-py rimidin-2-y 1, 3-carbomethoxy py razin-l-y 1, 
5-carbomethoxypyra2in-2-yl, 4-carboethoxy-l-phenyIpyrazol-5-yi, S-methylpyrazol-S-yl, 
4-chIoro-2-methyIthiopyrimidin-6-yl, 2-trifluoromethyl-l,3,4-thiadiazoi-5-yl, 5,6,7,8- 
tetrahydro-2-naphthyi, 4-methylthiazoi-2-yI, 6,7-dihydroindan-5-yl, 7-chloro-5-methy 1-1,8- 
naphthyridin-2-yl, 5,7-dimethyH,8-naphthyridin-2-yl, or 3-cyanopyrazoM-yl, then RUs a 
group other than hydrogen; 

wherein said compound has pharmacological activity. 

62. The compoimd of claim 61, wherein R^ is hydrogen or lower alkyl, Y is -S(02>, and 
there is no linking group E between R^ and R2. 

63. The compound of claim 62, wherein R^ is hydrogen or methyl and R^ is substituted 
phenyl, wherein the substituents on R^, ranging in number from one to four, are 
independently chosen from lower aikyl, hydroxy, lower alkoxy, amino optionally substituted 
with one or two lower alkyls, optionally substituted arylamino, optionally substituted 
heteroarylamino, optionally substituted phenoxy, and halogen. 

64. The compound of claim 63, wherein R^ is hydrogen and R^ is substituted phenyl, 
wherein the substituents on R^ are independently chosen from amino, (lower)alkylamino, and 
di{lower)alkylamino, and are located at one or more of positions 3- and 4- of the phenyl ring, 
in relation to the sulfonamido group. 

65. The compound of claim 64, wherein the compound is 
4-(i^,//-Diethylamino)-l-pentafluorophenylsulfonamidobenzene, or 

4- Amino- 1 -pentafluoropheny Isulfonamidobenzene. 

66. The compound of claim 62, wherein R^ is hydrogen, and R2 is phenyl substituted at 
positions 3- and 4-, in relation to the sulfonamido group, with a divalent moiety that forms a 

5- or 6- membered ring together with carbons 3- and 4- of the phenyl ring. 



89 



67. The compound of claim 66, wherein the divalent moiety is: -C=CNH-, or -C=NNH-. 

68. The compound of claim 67, wherein the compound is 5- 
Pentafluorophenylsuifonamidoindazole or 5-Pentafluorophenylsulfonamidoindole. 

69. The compound of claim 63, wherein Ri is hydrogen, and the substituents on R2 are 
independently selected from halogen, hydroxy, lower alkyl, lower alkoxy, amino, 
(lower)alkylamino, and di(lower)alkylamino. 

70. The compound of claim 69, wherein the substituents on R2 are independently selected 
from bromo, chloro, fluoro, hydroxy, methoxy, ethoxy, amino, or dimethylamino: 

71. The compound of claim 70, wherein the substituents on R2 are independently selected 
from bromo, chloro, fluoro, hydroxy, methoxy, and ethoxy. 

72. The compound of claim 71, wherein the substituents on R2 are at one or more of 
positions 3- and 4- of the phenyl ring, m relation to the sulfonamido group. 

73. The compound of claim 72, wherein R2 is monosubstituted phenyl. 

74. The compound of claim 73, wherein the compound is 
4-Methoxy-l-pentafluorophenylsulfonamidobenzene, 

3- Hydroxy- 1 -pentafluorophenylsulfonamidobenzene, 

4- Hydroxy- 1 -pentafluoropheny Isulfonamidobenzene, 
4-Ethoxy- 1 -pentafluoropheny Isulfonamidobenzene, 
3-Ethoxy-l-pentafluorophenylsulfonamidobenzene, or 
3-Methoxy- 1 -pentafluorophenylsulfonamidobenzene. 

75. The compound of claim 73, wherein the compound is 
3-Chloro- 1 -pentafluorophenylsulfonamidobenzene, or 
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4-CMoro-l -pentafluorophenylsuifonamidobenzene, 

76. The compoimd of claim 72, wherein is disubstituted phenyl 

5 77, The compound of claim 76, wherein the compound is 
1 ;2-Dimethoxy-4-pentafluoropheny Isulfonamidobenzene, 
2-Hy droxy- 1 -methoxy-4-pentafluoropheny Isulfonamidobenzene, 
1 ,2-Dihydroxy-4-pentafluoropheny Isulfonamidobenzene, 

2-Hydroxy-l-methoxy-4-pentafluorophenylsxilfonaniidobenzene, monosodium salt, or 
1 0 2-Hy droxy- 1 -methoxy-4-pentafluoropheny Isulfonamidobenzene, monopotassium sah. 

78. The compound of claim 76, wherein the compound is 
2-Fluoro- 1 -methoxy-4-pentafluorophenylsuIfonamidobenzene, 
2-Bromo- 1 -methoxy-4-pentafluorophenylsulfonamidobenzene, 
2-Chloro- 1 -methoxy-4Tpentafluoropheny Isulfonamidobenzene, 
2-Fluoro-l-methoxy-4-pentafluoropheny Isulfonamidobenzene, sodium salt, or 
2-Fluoro-l-methoxy-4-pentafluoropheny Isulfonamidobenzene, potassium salt, 

79. The compound of claim 77, wherein the compound is 
2-Hy droxy- 1 -methoxy-4-pentafluoropheny isulfonamidobenzene, or 
2-Hydroxy-l-methoxy-4-pentafluoropheny Isulfonamidobenzene, monosodium salt. 



80. The compoxmd of claim 78, wherein the compound is 
2-Fluoro- 1 -methoxy-4-pentafluoropheny Isulfonamidobenzene, or 

25 2-Fluoro-l-methoxy-4-pentafluoropheny Isulfonamidobenzene, sodium salt. 

81 . The compound of claim 80, wherein the compound is 
2-Fluoro- 1 -methoxy-4-pentafluoropheny Isulfonamidobenzene. 

30 82, The compound of claim 80, wherein the compound is 

2-Fluoro- l-methoxy-4-pentafluoropheny Isulfonamidobenzene, sodium salt. 
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83. The compound of claim 72, wherein R2 is trisubstituted phenyl. 

84. The compound of claim 78, wherein the compound is 
5 2-Bromo-l-methoxy-4-pentafluorophenylsulfonamidobenzene, or 

2-Chloro-l-methoxy-4-pentafluorophenylsuifonaniidoben2ene. 

85. The compound of claim 69, wherein the compound is 
l,2-Dimethyl-4-pentafluorophenylsulfonamidobenzene. 

10 

86. The compound of claim 63, wherein the compound is 
o 3-Phenoxy-l-pentafluorophenylsulfonamidobenzene. 

y 87. The compound of claim 62, wherein R? is a phenyl ring substituted by a heterocyclic 
M 15 group at the 4- position, in relation to the sulfbnamido group. 

w 

L 88. The compound of claim 74, wherein the compound is 

O 4-Methoxy- 1 -pentafluoropheny Isulfbnamidobenzene. 

i!i 20 89. The compound of claim 61 , wherein R ^ and are covalently joined in a moiety that 
forms a 5- or 6- membered heterocyclic ring with the nitrogen atom of NR^R^. 

90. The compound of claim 89, wherein R Ws a -CH=CH- group linked to the 2- position 
of the R2 phenyl group, in relation to the sulfonamido group, forming an optionally 

25 substituted indole. 

91. The compound of claim 90, wherein the compound is 
1 .(Pentafluoropheny lsulfonyl)indole. 



30 92, The compound of claim 89, wherein R^ is a -{€112)3- group linked to the 2- position 
of the R^ phenyl group, in relation to the sulfonamido group, forming an optionally 
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substituted 1,2,3,4-tetrahydroquinoIine, 



93 . Hie compound of claim 6 1 , wfaierein the compound is 
2-Hydroxy-l-methoxy-4-[N-(5'hydroxypent-l-yl)peatafluoroph^ 

5 4-Mcthoxy-l -{N-(2-propenyl)pentafIuorophenyIsulfor^^ 

4-Metiioxy-l-[N'(4-pentenyl)pentafluorophenylsulfonanaido]bej^^ 
l-[N-{23-Dihydroxypropyl) pentafluorophenyisulfonamido]-4-methoxyben2ene, 
l-[N-{3,4-Dihydroxybutyi)pentafIuorophenylsuifonamido]-4-metho 
l-[N-(4^-Dihydroxypentyi)pentafluorophenyisulfonainido]-4-metfa^ 
10 l-{N-(4-hydroxybutyl)pentafluorophenylsulfonainido]-4-^^ or 
4-Methoxy- l-{N-(5-hydroxypentyl)pentafluorophenylsulfonan^ 

94. The composition of any of claim 1-42, or a method of any of claim 43-60, or a 
Q compound of any of claim 61-93, wherein the compound regulates LDL receptor gene 
1^ expression. 



